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include providing an assay to detect modulation of a first cellular 
activity mediated by a TLR; providing an assay to detect modulation of a 
second cellular activity mediated by the TLR; performing each assay using 
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activities mediated by a common TLR if the test compound modulates the first 
cellular activity to a different extent than it modulates the second 
TLR-mediated cellular activity. Compds. identified by such methods, 
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condition by administering such pharmaceutical compns. to a subject are 
also provided. 
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AB Title compds. I (R = alkyl, alkoxy, OH, CF3; n - 0, 1; Rl, R2 = H, 
non-interfering substituent; R3 = ArZ, aminosul fonylaryl , 
aminocarbonylaryl, etc.; Ar = aryl, heteroaryl; Z = bond, alkylene, 
alkenylene, alkynylene) which are immunomodulators, inducing cytokines 
biosynthesis, and inhibiting tumor necrosis factors biosynthesis, are 
prepared For example, 2-butyl-l-isobutyl-7- ( thiophen-3-yl } -lH-imidazo [ 4 , 5- 
c] guinolin-4-amine was prepared in a multi-step synthesis starting from 
3-bromoaniline, tri-Et orthof ormate, and Meldrum's acid. I are useful in 
the treatment of viral and neoplastic diseases. 

IT 723295-51-0P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of imidazoquinoline derivs. as immunomodulators for treatment 
of viral and antineoplastic diseases) 
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NAME) 
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AB Title compds. [I; X = CHR5, CHR5, CHR5, Rl = R4NR3S02R6A, R4NR3SOR7, 
R4NR3S02NR5R6A, R4NR3S02NH2; A - alkyl, alkenyl, aryl, heteroaryl, 
heterocyclyl; R2 = H, (substituted) alkyl, alkenyl, aryl, heteroaryl, 
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heterocyclyl, alkyl-Y-alkyl , alkyl -Y-alkenyl, alkyl-Y-aryl; Y = 0, 
S (0)0-2; R3 = H, alkyl, arylalkyl; R4 = alkyl, alkenyl, which may be 
interrupted by >1 O; R3R4 form a ring; R5 = H, alkyl , alkenyl; R6 = 
bond, alkyl, alkenyl, which may be interrupted by >1 O; R7 = alkyl; 
R3R7 form a ring; n = 0-4; R = alkyl, alkoxy, . OH, halo, CF3] , were prepared 
Thus, tert-Bu 2- [2- [ ( 3-aminoquinolin-4-yl ) amino] ethoxy] ethylcarbamate 
(preparation given) in CH2C12 was cooled to 0° and treated with Et3N and 
methoxypropionyl chloride; The reaction was then warmed to room temperature and 
stirring was continued for 1 h to give tert-Bu 2- [ 2- [ 2- ( 2-methoxyethyl ) -1H- 
imidazo [4, 5-c] quinolin-l-yl ] ethoxy] ethylcarbamate. This was converted to 
N- [2-[2- [4-amino-2-( 2-methoxyethyl) -lH-imidazo [ 4 , 5-c] quinolin-1- 
yl] ethoxy] ethyl] methanesulfonamide in several steps. I showed interferon 
induction in human cells with lowest effective concns . of 0.0001-1 nM. 
IT 437382-50-8P, N- [2- [2- [4-Amino-2- ( 2-methoxyethyl ) -lH-imidazo [4,5- 
c] quinolin-l-yl] ethoxy] ethyl] methanesul f onamide 437382-51-9P, 
N- [ 2- [ 2- [4-Amino-2- (2-methoxyethyl ) -6,7,8, 9-tetrahydro-lH-imidazo [ 4 , 5- 
c]quinolin-l-yl] ethoxy] ethyl ] methanesul f onamide 437382-52-0P, 
K- [2- [ 2- [ 4-Amino-2- ( 2-methoxyethyl ) -lH-imidazo [ 4 , 5-c] quinolin-1- 
yl] ethoxy] ethyl ] -N-methylmethanesul f onamide 437382-53-1P, 
N- [2- [ 2- [4-Amino-2-( 2-methoxyethyl) -6,7, 8, 9-tetrahydro-lH-imidazo [4,5- 
c] quinolin-l-yl] ethoxy] ethyl ] -N-methylmethanesulfonamide 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of sulfonamidoalkoxyalkylimidazoquinolines as immune response 
modulators) 
RN 437382-50-8 CAPLUS 

CN Methanesul f onamide, N- [2- [ 2- [ 4 -amino-2- (2-methoxyethyl) -lH-imidazo [ 4 , 5- 
c] quinolin-l-yl] ethoxy] ethyl]- ( 9CI ) (CA INDEX NAME) 
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NH2 



RN 437382-51-9 CAPLUS 

CN Methanesulfonamide, N- [2- [2- [4-amino-6, 7, 8, 9-tetrahydro-2- ( 2-methoxyethyl ) - 
lH-imidazo[4,5-c]quinolin-l-yl]ethoxy]ethyl]- ( 9CI ) (CA INDEX NAME) 



Me- S- NH- CH2- CH2~ 0~ CH2~ CH2 



MeO- CH2~ CH2 




RN 437382-52-0 CAPLUS 

CN Methanesulfonamide, N- [ 2- [ 2- [ 4 -amino-2- ( 2-methoxyethyl ) -lH-imidazo [ 4 , 5- 
c] quinolin-l-yl] ethoxy] ethyl] -N-methyl- ( 9CI ) (CA INDEX NAME) 
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NAME) 
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RN 437382-58-6 CAPLUS 

CN 1-Butanesulfonamide, N- [ 2- [2- ( 4-amino-2-butyl-lH-imidazo [ 4 , 5-c] quinolin-1- 
yl )ethoxy] ethyl ] - ( 9CI ) (CA INDEX NAME) 
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CN Benzenemethanesulfonamide, N- [2- [2- ( 4-amino-2-butyl-lH-imidazo [ 4 , 5- 
c)quinolin-l-yl)ethoxy] ethyl]- ( 9CI ) (CA INDEX NAME) 




RN 4 37 382-75-7 CAPLUS 

CN Bicyclo [2 . 2 . 1 ] heptane-l-methanesulf onamide, N- [2- [2- ( 4-amino-2-butyl-lH- 
imidazo [4, 5-c] quinolin-l-yl ) ethoxy] ethyl] -7 , 7-dimethyl-2-oxo-, (IS, 4R) - 
(9CI) (CA INDEX NAME) 
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CN Piperidine, 4- [ 2- [2- ( 4-amino-lH-imidazo [ 4 , 5-c] quiaolin-l-yl ) butoxy] ethyl] 
l-[ { 1 -methyl ethyl Jsulfonyl ] - ( 9CI ) (CA INDEX NAME) 
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CN Piperidine, 4- [ 2- [ 2- ( 4-amino-lH-imidazo [ 4 , 5-c] quinolin-l-yl ) butoxy] ethyl] 
. l-(butylsulfonyl)- ( 9CI ) (CA INDEX NAME) 
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CN 1-Butanesul fonamide, N- [2- [2- ( 4 -amino-lH-imidazo [ 4 , 5-cJ quinolin-1- 
yl)ethoxy] ethyl]- ( 9CI ) (CA INDEX NAME) 
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RN 565454-55-9 CAPLUS 

CN Methanesul fonamide, N- [2- [2- ( 4-amino-2-methyl-lH-imidazo [ 4 , 5-c] quinolin- 
yDethoxy] ethyl]- ( 9CI ) (CA INDEX NAME) 
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CN 2-Propanesulfonamide, N- [ 2- [2- { 4-amino-2-methyl-lH-imidazo [ 4 f 5-c] quinolin- 
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c]quinolin-l-yl3ethoxy]ethyl]-N-methyl- (9CI) (CA INDEX NAME) 
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PA 3M Innovative Properties Company, USA 
SO PCT Int. Appl., 7 4 pp. 
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AB The title compds. [I; X - (CH2)2, (CH2)3, CHEtCH2, etc.; Rl - 

R4NR3S02R6alkyl, R4NR3S02R6aryl, etc.;. R2 = H, alkyl, alkenyl, etc.; R3 = 
H, alkyl, aralkyl; R4 » alkylene or alkenylene interrupted by one or more 
O atoms; or R3R4 can join together to form a ring; R6 = a bond, alkylene 
or alkenylene which may be interrupted by one or more O atoms; n = 0-4; R 
= alkyl, alkoxy, OH, etc.] that contain substituted amine functionality at 
the 1-position, and are useful as immune response modifiers, were prepared 
E.g., a multi-step synthesis of I [X = (CH2)2; Rl - (CH2 ) 2NMeS02Me; R2 = 
(CH2)20Me; n - 0] which showed the lowest concentration of 0.01 jxM and 0.12 
uM to induce interferon a and TNFct, resp., was given. The 
compds. I can induce the biosynthesis of various cytokines and are useful 
in the treatment of a variety of conditions including viral diseases and 
neoplastic diseases. 

IT 437382-50-8P 437382-51-9P 437382-52-0P 
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(preparation of sulfonamido ether substituted imidazoquinolines as immune 
response modifiers) 
RN 437382-50-8 CAPLUS 

CN Methanesulfonamide, N- [2- [2- [ 4 -amino-2- ( 2-methoxyethyl ) -lH-imidazo [4,5- 
c]quinolin-l-yl]ethoxy]ethylJ~ (9CI) (CA INDEX NAME) 



O 

II 




NH2 



RN 4 37382-51-9 CAPLUS 

CN Methanesulfonamide, N- [2- [ 2- [ 4 -amino-6, 7 , 8, 9-tetrahydro-2- ( 2-methoxyethyl ) - 
lH-imidazo[4,5-c]quinolin-l-ylJethoxy]ethyl]- ( 9CI ) (CA INDEX NAME) 




Nh*2 



RN 437382-52-0 CAPLUS 

CN Methanesulfonamide, N- [ 2- [ 2- [ 4 -amino-2- ( 2-methoxyethyl ) -lH-imidazo [4,5- 
c]quinolin-l-ylj ethoxy] ethyl] -N-methyl- (9CI) (CA INDEX NAME) 



10/696476 



O 
II 

Me- S= O 



Me- N- CH2~ CH2~ O- CH2~ CH 2 
MeO-CH2-CH 2 

Y 




RN 437382-53-1 CAPLUS 

CN Methanesulf onamide, N- [ 2- [2- ( 4-amino-6, 7,8, 9-tetrahydro-2- ( 2-methoxyethyl ) - 
lH-imidazo[4, 5-c] quinolin-l-yl ] ethoxy] ethyl ] -N-methyl- ( 9CI ) (CA INDEX 
NAME) 



Me— S= 0 

I 

Me- N- CH 2 ~ CH 2 — O- CH2~ CH2 



MeO-CH2-CH 2 




NH2 



RN 4 37 382-55-3 CAPLUS 

CN Ethanesulf onamide, N- [2-[2- ( 4-amino-2-butyl-lH-imidazo [ 4 , 5-c] quinolin-l- 
yl ) ethoxy] ethyl ] - (9CI) (CA INDEX NAME) 



Et-S- NH- CH 2 - CH 2 -0- CH2 - CH? 
O n-Bu^ N 




N "<^N 



NH 2 



RN 437382-56-4 CAPLUS 

CN 2-Propanesulfonamide, N- [2- (2- ( 4-amino-2-butyl-lH-imidazo [ 4 , 5-c] quinolin-l- 
yl ) ethoxy) ethyl] - (9CI) (CA INDEX NAME) 



, -! , - ;-NF ch; :h ( - :H2-CH 2 



n-Bu 




NH2 



RN 437382-58-6 CAPLUS 

CN 1-Butanesulfonamide, N- [2- [ 2- ( 4 -amino-2-butyl-lH-imidazo [ 4 , 5-c] quinolin-l- 
yl ) ethoxy] ethyl ] - (9CI) (CA INDEX NAME) 



10/696476 




NH2 



RN 437382-61-1 CAPLUS 

CN Benzenemethanesulfonamide, N- [2- [2- ( 4 -amino-2-butyl-lH-imidazo { 4 , 5- 
c]quinolin-l-yl)ethoxy] ethyl]- ( 9CI ) (CA INDEX NAME) 



0 
II 




NH 2 



RN 437382-75-7 CAPLUS 

CN Bicyclo [2 . 2.1] heptane-l-methanesul f onamide, N- [2- [2- ( 4-amino-2-butyl-l 
imidazo [ 4 , 5-c] quinolin-l-yl ) ethoxy] ethyl ] -7 , 7-dimethyl-2-oxo-, ( IS, 4R) 
(9CI) (CA INDEX NAME ) 



PAGE 1-A 




10/696476 




RN 437382-76-8 CAPLUS 

CN Piperidine, 4- [ 2- [2- ( 4-amino-lH-imidazo [ 4 , 5-c] quinolin-l-yl ) butoxy] ethyl] 
l-[(l-methylethyl)sulfonyl]- ( 9CI ) (CA INDEX NAME) 



PAGE 1-A 





RN 437382-78-0 CAPLUS 

CN Piperidine, 4 - [2- [2- ( 4-amino-lH-imidazo [ 4 , 5-c] quinolin-l-yl ) butoxy] ethyl] 
l-(butylsulfonyl)- ( 9CI ) (CA INDEX NAME) 



10/696476 



PAGE 1-A 
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NH2 



RN 437382-89-3 CAPLUS 

CN 1-Butanesulfonamide, N- [2- [2- ( 4-amino-lH-imidazo [ 4 , 5-c] quinolin-1- 
yDethoxy] ethyl]- ( 9CI ) (CA INDEX NAME) 



O 
II 




NH2 



